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All of the following strategies are appropriate in the treatment of refractory restless legs syndrome (RLS) 
EXCEPT: 


Select one: 
Check iron stores and replenish iron as needed ¥ 
Consider combination therapy with agents from different classes X 
Consider treatment with a sedating antihistamine to improve insomnia Y 


Consider x 
treatment with a 
high-potency 
opioid 


Rose Wang (ID:113212) this answer is incorrect. In patients with refractory 
RLS, combination therapy with drugs of different classes and high-potency 
opioid therapy (e.g. oxycodone, methadone) may be considered. 


Marks for this submission: 0.00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 


To understand the treatment of restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease. Data suggests 
that RLS may be caused by iron deficiency in the substantia nigra in the central nervous system, possibly due 
to defective iron transport mechanisms across the blood-brain barrier and down-regulation of striatal 
dopamine receptors. RLS is a neurological disorder that manifests as an unpleasant sensation in the legs 
coupled with an urge to move the legs, particularly at bedtime. Patients experience symptoms of RLS when 
the limbs are at rest and symptoms are relieved by movement. Generally, symptoms are bilateral and 
symmetrical, but may occasionally be unilateral. The prevalence of RLS is approximately 5 - 15% in the 
general population. RLS is more common in women than men and the prevalence increases with age. The 
treatment of RLS varies depending on whether the patient is presenting with intermittent RLS or chronic 
persistent RLS. Intermittent RLS is defined as restless legs troublesome enough to require treatment but 
‘occurring less than twice a week on average. Medications that can be used for treatment of intermittent RLS 
include levodopa/carbidopa, low-potency opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, 
temazepam). Levodopa/carbidopa is not suitable for patients with daily symptoms due to its short half-life 
and increased risk for symptom augmentation. Augmentation is defined as worsening in symptom severity, 
increase in symptom distribution, or emergence of symptoms earlier in the evening. Opioids are associated 
with many adverse effects, including sedation, dizziness, nausea/vomiting, constipation, pruritus, and 
respiratory depression. Chronic persistent RLS is defined as RLS that is frequent and troublesome enough to 
require daily treatment, with symptoms usually accurring at least twice a week on average and causing 
moderate-to-severe distress. Non-ergot dopamine agonists (e.g. pramipexole, ropinirole, rotigotine) and 
gamma-aminobutyric acid (GABA) derivatives (e.g. pregabalin, gabapentin) are the preferred agents in 
chronic persistent RLS. Adverse effects associated with dopamine agonists include nausea, sedation, and 
lightheadedness, which usually improve after the first few months of treatment. Dopamine agonists are also 
associated with a fairly high risk of compulsive behaviours (e.g. pathological gambling, hypersexuality). GABA 
derivatives are associated with an increased risk of sedation, dizziness, ataxia, tremor, blurred vision, 
peripheral edema, and weight gain. Pregabalin and gabapentin both require dose adjustment in patients with 
renal impairment. Refractory RLS is defined as restless legs unresponsive to monotherapy with tolerable 
doses of first-line agents due to reduction in efficacy, augmentation, or adverse effects. In patients with 
refractory RLS, iron stores should be rechecked and replaced if required and other potential exacerbating 
factors should be corrected (eg. discontinue antihistamines or other medications that can worsen RLS). 
Combination therapy with drugs of different classes and high-potency opioid therapy (e.g. oxycodone, 
methadone) may be considered. 


RATIONALE: 
Correct Answer: 
* Consider treatment with a sedating antihistamine to improve insomnia - In patients with 
refractory RLS, iron stores should be rechecked and replaced if required and other potential 


exacerbating factors should be corrected (e.g. discontinue antihistamines or other medications that 
can worsen RLS). 


Incorrect Answers: 
* Check iron stores and replenish iron as needed - In patients with refractory RLS, iron stores should 
be rechecked and replaced if required and other potential exacerbating factors should be corrected 
(e.g. discontinue antihistamines or other medications that can worsen RLS). 


+ Consider combination therapy with agents from different classes - In patients with refractory RLS, 
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combination therapy with drugs of different classes and high-potency opioid therapy (e.g. oxycodone, 
methadone) may be considered. 


* Consider treatment with a high-potency opioid - In patients with refractory RLS, combination 
therapy with drugs of different classes and high-potency opioid therapy (e.g. oxycodone, methadone) 
may be considered. 


TAKEAWAY/KEY POINTS: 


Refractory RLS is defined as restless legs unresponsive to monotherapy with tolerable doses of first-line 
agents due to reduction in efficacy, augmentation, or adverse effects. In patients with refractory RLS, iron 
stores should be rechecked and replaced if required and other potential exacerbating factors should be 
corrected (eg. discontinue antihistamines or other medications that can worsen RLS), Combination therapy 
with drugs of different classes and high-potency opioid therapy (e.g. oxycodone, methadone) may be also 
considered. 


REFERENCE: 


[1] Lafontaine A. Restless legs syndrome. | 
Pharmacists Association. https://myrxtx.ca. 


[2] Dopp JM, Phillips BG. Sleep-wake disorders. In: DiPiro JT, Talbert RL, Yee GC, Matzke GR, Wells BG, Posey L. 
eds. Pharmacotherapy: A Pathophysiologic Approach, 10e. New York, NY: McGraw-Hill. 


: Compendium of Therapeutic Choices. Ottawa, ON: Canadian 


[B] Ondo WG. Clinical features and diagnosis of restless legs syndrome and periodic limb movement disorder 
in adults. In: Hurtig HI, Avidan AY, eds. UpToDate. Waltham, MA.: UpToDate. 


[4] Silber MH. Treatment of restless legs syndrome and periodic limb movement disorder in adults. In: Hurtig 
HI, Avidan AY, eds. UpToDate. Waltham, MA: UpToDate. 


[5] Silber MH, Becker PM, Earley C, et al. Willis-Ekbom Disease Foundation revised consensus statement on 
the management of restless legs syndrome. Mayo Clin Proc 2013;88(9):977-86. 


The correct answer is: Consider treatment with a sedating antihistamine to improve insomnia 


All of the following are limitations or adverse effects associated with benzodiazepines EXCEPT: 


Select one: 
Risk of falls % 
Cognitive impairment * 
Risk of v r 7 
aren Rose Wang (ID:113212) this answer is correct. Benzodiazepines may improve 


symptoms of anxiety 


Potential for dependence X 


Marks for this submission: 1.00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 


To understand the treatment of restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease. Data suggests 
that RLS may be caused by iron deficiency in the substantia nigra in the central nervous system, possibly due 
to defective iron transport mechanisms across the blood-brain barrier and down-regulation of striatal 
dopamine receptors. RLS is a neurological disorder that manifests as an unpleasant sensation in the legs 
coupled with an urge to move the legs, particularly at bedtime. Patients experience symptoms of RLS when 
the limbs are at rest and symptoms are relieved by movement. Generally, symptoms are bilateral and 
symmetrical, but may occasionally be unilateral. The prevalence of RLS is approximately 5 - 15% in the 
general population. RLS is more common in women than men and the prevalence increases with age. The 
treatment of RLS varies depending on whether the patient is presenting with intermittent RLS or chronic 
persistent RLS. Intermittent RLS is defined as restless legs troublesome enough to require treatment but 
occurring less than twice a week on average. Medications that can be used for treatment of intermittent RLS 
include levodopa/carbidopa, low-potency opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, 
temazepam). Levodopa/carbidopa is not suitable for patients with daily symptoms due to its short half-life 
and increased risk for symptom augmentation. Augmentation is defined as worsening in symptom severity, 
increase in symptom distribution, or emergence of symptoms earlier in the evening. Opioids are associated 
with many adverse effects, including sedation, dizziness, nausea/vomiting, constipation, pruritus, and 
respiratory depression. Benzodiazepines are appropriate for improving sleep quality in patients with 
intermittent RLS, but do not improve the core symptoms of RLS. Limitations and adverse effects associated 
with benzodiazepines include the potential for dependence, risk of falls, and cognitive impairment in elderly 
patients, Chronic persistent RLS is defined as RLS that is frequent and troublesome enough to require daily 
treatment, with symptoms usually occurring at least twice a week on average and causing moderate-to- 
severe distress. Non-ergot dopamine agonists (e.g. pramipexole, ropinirole, rotigotine) and gamma- 
aminobutyric acid (GABA) derivatives (e.g. pregabalin, gabapentin) are the preferred agents in chronic 
persistent RLS. Adverse effects associated with dopamine agonists include nausea, sedation, and 
lightheadedness, which usually improve after the first few months of treatment. Dopamine agonists are also 
associated with a fairly high risk of compulsive behaviours (e.g. pathological gambling, hypersexuality). GABA 
derivatives are associated with an increased risk of sedation, dizziness, ataxia, tremor, blurred vision, 
peripheral edema, and weight gain. Pregabalin and gabapentin both require dose adjustment in patients with 
renal impairment. Refractory RLS is defined as restless legs unresponsive to monotherapy with tolerable 
doses of first-line agents due to reduction in efficacy, augmentation, or adverse effects. In patients with 
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retractory KLS, Iron stores should be rechecked and replaced ıt required and other potential exacerbating 
factors should be corrected (e.g. discontinue antihistamines or other medications that can worsen RLS). 
Combination therapy with drugs of different classes and high-potency opioid therapy (e.g. oxycodone, 
methadone) may be considered. 


RATIONALE: 
Correct Answer: 


© Risk of anxiety - Benzodiazepines may improve symptoms of anxiety. 


Incorrect Answers: 


© Risk of falls - Limitations and adverse effects associated with benzodiazepines include the potential 
for dependence, risk of falls, and cognitive impairment in elderly patients. 


* Cognitive impairment - Limitations and adverse effects associated with benzodiazepines include the 
potential for dependence, risk of falls, and cognitive impairment in elderly patients. 


* Potential for dependence - Limitations and adverse effects associated with benzodiazepines include 
the potential for dependence, risk of falls, and cognitive impairment in elderly patients. 


TAKEAWAY/KEY POINTS: 


Benzodiazepines are appropriate for improving sleep quality in patients with intermittent RLS, but do not 
improve the core symptoms of RLS. Limitations and adverse effects associated with benzodiazepines include 
the potential for dependence, risk of falls, and cognitive impairment in elderly patients. 


REFERENCE: 


[1] Lafontaine A. Restless legs syndrome. In: Compendium of Therapeutic Choices. Ottawa, ON: Canadian 
Pharmacists Association. httpsi//myrxtx.ca, 


[2] Dopp JM, Phillips BG. Sleep-wake disorders. In: DiPiro JT, Talbert RL, Yee GC, Matzke GR, Wells BG, Posey L. 
eds. Pharmacotherapy: A Pathophysiologic Approach, 10e. New York, NY: McGraw-Hill. 


[B] Ondo WG. Clinical features and diagnosis of restless legs syndrome and periodic limb movement disorder 
in adults, In: Hurtig HI, Avidan AY, eds. UpToDate, Waltham, MA.: UpToDate, 


[4] Silber MH. Treatment of restless legs syndrome and periodic limb movement disorder in adults. In: Hurtig 
HI, Avidan AY, eds. UpToDate. Waltham, MA: UpToDate. 


[5] Silber MH, Becker PM, Earley C, et al. Willis-Ekbom Disease Foundation revised consensus statement on 
the management of restless legs syndrome. Mayo Clin Proc 2013;88(9):977-86. 


The correct answer is: Risk of anxiety 


Which of the following opioids has been associated with augmentation and restless legs syndrome (RLS) as 
an adverse effect? 


Select one: 
Morphine % 
Hydromorphone *% 
Methadone %. 
Tramadol ¥ 


Rose Wang (ID:113212) this answer is correct. Case reports have shown an association 
between RLS augmentation and RLS as an adverse effect with tramadol. 


Marks for this submission: 1.00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 
To understand the treatment of restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease, Data suggests 
that RLS may be caused by iron deficiency in the substantia nigra in the central nervous system, possibly due 
to defective iron transport mechanisms across the blood-brain barrier and down-regulation of striatal 
dopamine receptors. RLS is a neurological disorder that manifests as an unpleasant sensation in the legs 
coupled with an urge to move the legs, particularly at bedtime. Patients experience symptoms of RLS when 
the limbs are at rest and symptoms are relieved by movement. Generally, symptoms are bilateral and 
symmetrical, but may occasionally be unilateral. The prevalence of RLS is approximately 5 - 15% in the 
general population. RLS is more common in women than men and the prevalence increases with age. The 
treatment of RLS varies depending on whether the patient is presenting with intermittent RLS or chronic 
persistent RLS. Intermittent RLS is defined as restless legs troublesome enough to require treatment but 
occurring less than twice a week on average. Medications that can be used for treatment of intermittent RLS 
include levodopa/carbidopa, low-potency opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, 
temazepam), Levodopa/carbidopa is not suitable for patients with daily symptoms due to its short half-life 
and increased risk for symptom augmentation. Augmentation is defined as worsening in symptom severity, 
increase in symptom distribution, or emergence of symptoms earlier in the evening. Opioids are associated 
with many adverse effects, including sedation, dizziness, nausea/vomiting, constipation, pruritus, and 
respiratory depression. Despite the fact that tramadol has demonstrated some benefit in the treatment of 
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this agent. Chronic persistent RLS is defined as RLS that is frequent and troublesome enough to require daily 
treatment, with symptoms usually occurring at least twice a week on average and causing moderate-to- 
severe distress. Non-ergot dopamine agonists (e.g. pramipexole, ropinirole, rotigotine) and gamma- 
aminobutyric acid (GABA) derivatives (e.g. pregabalin, gabapentin) are the preferred agents in chronic 
persistent RLS. Adverse effects associated with dopamine agonists include nausea, sedation, and 
lightheadedness, which usually improve after the first few months of treatment. Dopamine agonists are also 
associated with a fairly high risk of compulsive behaviours (e.g. pathological gambling, hypersexuality). GABA 
derivatives are associated with an increased risk of sedation, dizziness, ataxia, tremor, blurred vision, 
peripheral edema, and weight gain. Pregabalin and gabapentin both require dose adjustment in patients with 
renal impairment. 


RATIONALE: 
Correct Answer: 


* Tramadol - Case reports have shown an association between RLS augmentation and RLS as an 
adverse effect with tramadol. 


Incorrect Answers: 
* Morphine - This opioid has not been shown to cause augmentation or RLS as an adverse effect. 


+ Hydromorphone - This opioid has not been shown to cause augmentation or RLS as an adverse 
effect. 


e Methadone - This opioid has not been shown to cause augmentation or RLS as an adverse effect. 


TAKEAWAY/KEY POINTS: 
Medications that can be used for treatment of intermittent RLS include levodopa/carbidopa, low-potency 
opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, temazepam). Despite the fact that tramadol 
has demonstrated some benefit in the treatment of RLS, case reports have shown an association between 
RLS augmentation and RLS as an adverse effect with this agent. 


REFERENCE: 


[1] Lafontaine A. Restless legs syndrome. In: Compendium of Therapeutic Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


[2] Dopp JM, Phillips BG. Sleep-wake disorders. In: DiPiro JT, Talbert RL, Yee GC, Matzke GR, Wells BG, Posey L. 
eds, Pharmacotherapy: A Pathophysiologic Approach, 10e. New York, NY: McGraw-Hill. 


[3] Ondo WG. Clinical features and diagnosis of restless legs syndrome and periodic limb movement disorder 
in adults. In: Hurtig HI, Avidan AY, eds. UpToDate, Waltham, MA.: UpToDate. 


[4] Silber MH. Treatment of restless legs syndrome and periodic limb movement disorder in adults. In: Hurtig 
HI, Avidan AY, eds. UpToDate. Waltham, MA: UpToDate. 

[5] Silber MH, Becker PM, Earley C, et al. Willis-Ekbom Disease Foundation revised consensus statement on 
the management of restless legs syndrome. Mayo Clin Proc 2013;88(9):977-86. 


The correct answer is: Tramadol 


All of the following are appropriate first-line options for treatment of restless legs syndrome (RLS) in 
pregnancy EXCEPT: 


Select one: 


Low-dose v 


levodopa/carbidapa Rose Wang (ID:113212) this answer is correct. Although non- 


pharmacologic treatments should be the main approach for RLS in 
pregnancy, low-dose clonazepam or levodopa/carbidopa may be trialed in 
women with refractory RLS. 


Physical exercise X% 
Sleep hygiene training * 


Iron supplementation ® 


Marks for this submission: 1.00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 
To understand the treatment of restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease. Data suggests 
that RLS may be caused by iron deficiency in the substantia nigra in the central nervous system, possibly due 
to defective iron transport mechanisms across the blood-brain barrier and down-regulation of striatal 
dopamine receptors. RLS is a neurological disorder that manifests as an unpleasant sensation in the legs 
coupled with an urge to move the legs, particularly at bedtime. Patients experience symptoms of RLS when 
the limbs are at rest and symptoms are relieved by movement. Generally, symptoms are bilateral and 
symmetrical, but may occasionally be unilateral. The prevalence of RLS is approximately 5 - 15% in the 
general population. RLS is more common in women than men and the prevalence increases with age. The 
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persistent RLS. Intermittent RLS is defined as restless legs troublesome enough to require treatment but 
‘occurring less than twice a week on average. Medications that can be used for treatment of intermittent RLS 
include levodopa/carbidopa, low-potency opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, 
temazepam). Chronic persistent RLS is defined as RLS that is frequent and troublesome enough to require 
daily treatment, with symptoms usually occurring at least twice a week on average and causing moderate-to- 
severe distress. Non-ergot dopamine agonists (e.g. pramipexole, ropinirole, rotigotine) and gamma- 
aminobutyric acid (GABA) derivatives (e.g. pregabalin, gabapentin) are the preferred agents in chronic 
persistent RLS. During pregnancy, RLS symptoms are common with an estimated prevalence of 10 - 20%. 
Although the exact etiology is unknown, deficiency of iron and vitamins may be involved. Symptoms of RLS 
during pregnancy are usually temporary and occur most often during the 3rd trimester, with the majority of 
symptoms disappearing soon after childbirth. The safest treatments for pregnant women with RLS are non- 
pharmacologic measures, as none of the medications used to treat RLS are known to be safe in pregnancy. 
Appropriate first-line therapies for pregnant patients with RLS include moderate-intensity physical exercise, 
avoidance of exacerbating factors (e.g. insufficient sleep, caffeine, nicotine), sleep hygiene training, and iron 
supplementation. Although non-pharmacologic treatments should be the main approach for RLS in 
pregnancy, low-dose clonazepam or levodopa/carbidopa may be trialed in women with refractory RLS. 


RATIONALE: 
Correct Answer: 
* Low-dose levodopa/carbidopa - Although non-pharmacologic treatments should be the main 


approach for RLS in pregnancy, low-dose clonazepam or levodopa/carbidopa may be trialed in 
women with refractory RLS. 


Incorrect Answers: 


* Physical exercise - Appropriate first-line therapies for pregnant patients with RLS include moderate- 
intensity physical exercise, avoidance of exacerbating factors (e.g. insufficient sleep, caffeine, nicotine), 
sleep hygiene training, and iron supplementation, 


* Sleep hygiene training - Appropriate first-line therapies for pregnant patients with RLS include 
moderate-intensity physical exercise, avoidance of exacerbating factors (e.g. insufficient sleep, 
caffeine, nicotine), sleep hygiene training, and iron supplementation. 


* Iron supplementation - Appropriate first-line therapies for pregnant patients with RLS include 
moderate-intensity physical exercise, avoidance of exacerbating factors (e.g. insufficient sleep, 
caffeine, nicotine), sleep hygiene training, and iron supplementation. 


TAKEAWAY/KEY POINTS: 


Appropriate first-line therapies for pregnant patients with RLS include moderate-intensity physical exercise, 
avoidance of exacerbating factors (e.g. insufficient sleep, caffeine, nicotine), sleep hygiene training, and iron 
supplementation. Although non-pharmacologic treatments should be the main approach for RLS in 
pregnancy, low-dose clonazepam or levodopa/carbidopa may be trialed in women with refractory RLS 


REFERENCE: 


[1] Lafontaine A. Restless legs syndrome. In: Compendium of Therapeutic Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


[2] Dopp JM, Phillips BG. Sleep-wake disorders. In: DiPiro JT, Talbert RL, Yee GC, Matzke GR, Wells BG, Posey L. 
eds. Pharmacotherapy: A Pathophysiologic Approach, 10e. New York, NY: McGraw-Hill. 


[3] Ondo WG. Clinical features and diagnosis of restless legs syndrome and periodic limb movement disorder 
in adults. In: Hurtig HI, Avidan AY, eds. UpToDate, Waltham, MA.: UpToDate. 


[4] Silber MH. Treatment of restless legs syndrome and periodic limb movement disorder in adults. In: Hurtig 
HI, Avidan AY, eds. UpToDate. Waltham, MA: UpToDate. 


[5] Silber MH, Becker PM, Earley C, et al. Willis-Ekbom Disease Foundation revised consensus statement on 
the management of restless legs syndrome. Mayo Clin Proc 2013;88(9):977-86. 


The correct answer is: Low-dose levodopa/carbidopa 


Which of the non-pharmacological options can WK implement to help improve his symptoms? 


Select one: 
Try running to improve RLS symptoms X% 
Drink coffee to stimulate the brain % 
Remaining still x 
Practice mental Y 


alerifessactivitics Rose Wang (ID:113212) this answer is correct. Practicing mental alertness 
activities can help minimize symptoms during times of boredom. 


Marks for this submission: 1.00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 
To understand the management of restless legs syndrome (RLS). 


BACKGROUND: 
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RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease. RLS is a 
neurological disorder that manifests as an unpleasant sensation in the legs coupled with an urge to move the 
legs, particularly at bedtime. Patients experience symptoms of RLS when the limbs are at rest and symptoms 
are relieved by movement. Generally, symptoms are bilateral and symmetrical, but may occasionally be 
unilateral. The treatment of RLS varies depending on whether the patient is presenting with intermittent RLS 
or chronic persistent RLS. Intermittent RLS is defined as restless legs troublesome enough to require 
treatment but occurring less than twice a week on average. Chronic persistent RLS is defined as RLS that is 
frequent and troublesome enough to require daily treatment, with symptoms usually occurring at least twice 
a week on average and causing moderate-to-severe distress. Non-pharmacological therapy is recommended 
in all patients with RLS and is particularly useful in patients with milder cases. Additionally, non- 
pharmacological measures may allow for a dose reduction in patients with moderate to severe RLS. Some of 
the options patients can try is practicing mental alertness activities to minimize symptoms during times of 
boredom, abstaining from caffeine or nicotine, stretching, taking hot baths, or increasing their activity levels. 


RATIONALE: 
Correct Answer: 


* Practice mental alertness activities - Practicing mental alertness activities can help minimize 
symptoms during times of boredom. 


Incorrect Answers: 


Try running to improve RLS symptoms - Whilst this is an option to improve RLS, WK already has 
implemented running into his lifestyle. 


Drink coffee to stimulate the brain - Coffee can worsen symptoms of RLS, therefore it is not the 
best option for WK. 


Remaining still - Remaining still can increase symptoms of restless legs, therefore it is not the best 
option for WK. 


TAKEAWAY/KEY POINTS: 


Non-pharmacological therapy is recommended in all patients with RLS. Some of the options patients can try 
are practicing mental alertness activities to minimize symptoms during times of boredom, abstaining from 
caffeine or nicotine, stretching, taking hot baths, or increasing their activity levels. 


REFERENCE: 


[1] Silber MH, Buchfuhrer MJ, Earley CJ, et al. The Management of Restless Legs Syndrome: An Updated 
Algorithm. Mayo Clinic Proceedings. doi:https://doi.org/10.1016/j.mayocp.2020.12.026 


The correct answer is: Practice mental alertness activities 


Which of the following benzodiazepines is most appropriate to use in an elderly patient with restless legs 
syndrome (RLS)? 


Select one: 
Clonazepam % 
Temazepam Y 

p, Rose Wang (ID:113212) this answer is correct. Ifa benzodiazepine is required for 


treatment of RLS in an elderly patient, an agent with short or intermediate duration 
of action is preferred (e.g. temazepam). 


Diazepam X 


Chlordiazepoxide % 


Marks for this submission: 1.00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 
To understand the treatment of restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease, Data suggests 
that RLS may be caused by iron deficiency in the substantia nigra in the central nervous system, possibly due 
to defective iron transport mechanisms across the blood-brain barrier and down-regulation of striatal 
dopamine receptors. RLS is a neurological disorder that manifests as an unpleasant sensation in the legs 
coupled with an urge to move the legs, particularly at bedtime, Patients experience symptoms of RLS when 
the limbs are at rest and symptoms are relieved by movement. Generally, symptoms are bilateral and 
symmetrical, but may occasionally be unilateral. The prevalence of RLS is approximately 5 - 15% in the 
general population. RLS is more common in women than men and the prevalence increases with age. The 
treatment of RLS varies depending on whether the patient is presenting with intermittent RLS or chronic 
persistent RLS. Intermittent RLS is defined as restless legs troublesome enough to require treatment but 
‘occurring less than twice a week on average. Medications that can be used for treatment of intermittent RLS 
include levodopa/carbidopa, low-potency opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, 
temazepam). If a benzodiazepine is required for treatment of RLS in an elderly patient, an agent with short or 
intermediate duration of action is preferred (e.g. temazepam). Benzodiazepines with long half-lives (e.g. 
clonazepam, chlordiazepoxide, diazepam) have a greater potential of causing morning sedation and 


Question 7 
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dizziness. Chronic persistent KLS Is detined as KLS that Is 1requent and troublesome enougn to require daily 
treatment, with symptoms usually occurring at least twice a week on average and causing moderate-to- 
severe distress. Non-ergot dopamine agonists (e.g. pramipexole, ropinirole, rotigotine) and gamma- 
aminobutyric acid (GABA) derivatives (e.g. pregabalin, gabapentin) are the preferred agents in chronic 
persistent RLS. 


RATIONALE: 
Correct Answer: 


+ Temazepam - If a benzodiazepine is required for treatment of RLS in an elderly patient, an agent with 
short or intermediate duration of action is preferred (e.g. temazepam). 


Incorrect Answers: 


e Clonazepam - Benzodiazepines with long half-lives (e.g. clonazepam, chlordiazepoxide, diazepam) 
have a greater potential of causing morning sedation and dizziness. 


* Diazepam - Benzodiazepines with long half-lives (e.g. clonazepam, chlordiazepoxide, diazepam) have 
a greater potential of causing morning sedation and dizziness. 


* Chlordiazepoxide - Benzodiazepines with long half-lives (e.g. clonazepam, chlordiazepoxide, 
diazepam) have a greater potential of causing morning sedation and dizziness. 


TAKEAWAY/KEY POINTS: 


Medications that can be used for treatment of intermittent RLS include levodopa/carbidopa, low-potency 
opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, temazepam). If a benzodiazepine is required 
for treatment of RLS in an elderly patient, an agent with short or intermediate duration of action is preferred 
(e.g. temazepam). Benzodiazepines with long half-lives (e.g. clonazepam, chlordiazepoxide, diazepam) have a 
greater potential of causing morning sedation and dizziness. 
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The correct answer is: Temazepam 


All of the following statements regarding pramipexole in the treatment of restless legs syndrome (RLS) are 
true EXCEPT: 


Select one: 


Pramipexole is usually dosed v 
TID for optimal symptom 
control 


Rose Wang (ID:113212) this answer is correct. Pramipexole is 
dosed TID for the treatment of Parkinson's disease, not RLS. 


Pramipexole should be taken at least 2 hours before usual time of symptom onset * 
The initial dose of pramipexole should be 0.125 mg/day X 
Use of pramipexole is associated with compulsive behaviours * 


Marks for this submission: 1.00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 
To understand the treatment of restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease, Data suggests 
that RLS may be caused by iron deficiency in the substantia nigra in the central nervous system, possibly due 
to defective iron transport mechanisms across the blood-brain barrier and down-regulation of striatal 
dopamine receptors. RLS is a neurological disorder that manifests as an unpleasant sensation in the legs 
coupled with an urge to move the legs, particularly at bedtime. Patients experience symptoms of RLS when 
the limbs are at rest and symptoms are relieved by movement. Generally, symptoms are bilateral and 
symmetrical, but may occasionally be unilateral. The prevalence of RLS is approximately 5 - 15% in the 
general population. RLS is more common in women than men and the prevalence increases with age. The 
treatment of RLS varies depending on whether the patient is presenting with intermittent RLS or chronic 
persistent RLS. Intermittent RLS is defined as restless legs troublesome enough to require treatment but 
‘occurring less than twice a week on average. Medications that can be used for treatment of intermittent RLS 
include levodopa/carbidopa, low-potency opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, 
temazepam). Chronic persistent RLS is defined as RLS that is frequent and troublesome enough to require 
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severe distress. Non-ergot dopamine agonists (e.g. pramipexole, ropinirole, rotigotine) and gamma- 
aminobutyric acid (GABA) derivatives (e.g. pregabalin, gabapentin) are the preferred agents in chronic 
persistent RLS. Adverse effects associated with dopamine agonists include nausea, sedation, and 
lightheadedness, which usually improve after the first few months of treatment. Dopamine agonists are also 
associated with a fairly high risk of compulsive behaviours (e.g. pathological gambling, hypersexuality). The 
initial starting dose of pramipexole is 0.125 mg/day taken at least 2 hours before the usual time of symptom 
onset. This dose may be increased every 4 - 5 days until effective, up to a maximum of 2 mg/day. 


RATIONALE: 
Correct Answer: 


e Pramipexole is usually dosed TID for optimal symptom control - Pramipexole is dosed TID for the 
treatment of Parkinson's disease, not RLS. 


Incorrect Answers: 


* Pramipexole should be taken at least 2 hours before usual time of symptom onset - The initial 
starting dose of pramipexole is 0.125 mg/day taken at least 2 hours before the usual time of symptom 
onset. 


* The initial dose of pramipexole should be 0.125 mg/day - The initial starting dose of pramipexole 
is 0.125 mg/day taken at least 2 hours before the usual time of symptom onset. 


© Use of pramipexole is associated with compulsive behaviours - Dopamine agonists are also 
associated with a fairly high risk of compulsive behaviours (e.g. pathological gambling, hypersexuality). 


TAKEAWAY/KEY POINTS: 
Dopamine agonists are also associated with a fairly high risk of compulsive behaviours (eg. pathological 
gambling, hypersexuality). The initial starting dose of pramipexole is 0.125 mg/day taken at least 2 hours 
before the usual time of symptom onset. This dose may be increased every 4 - 5 days until effective, up to a 
maximum of 2 mg/day. 
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The correct answer is: Pramipexole is usually dosed TID for optimal symptom control 


All of the following statements regarding rotigotine in the treatment of restless legs syndrome (RLS) are true 
EXCEPT: 


Select one: 
Rotigotine patches should not be cut X 
Avoid use of extarnal heat to area where patch is applied * 
Rotigotine requires dose adjustment in renal impairment Y 
The initial dose is 1 * 5 
MOAR patch Rose Wang (ID:113212) this answer is incorrect. The initial starting dose of 


applied once daih rotigotine is 1 mg/24 hours patch applied once daily, which can be 
ie 2 increased by lime/24 hours weekly to a maximum dose of 3 mg/24 hours. 


Marks for this submission: 0:00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 
To understand the treatment of restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease, Data suggests 
that RLS may be caused by iron deficiency in the substantia nigra in the central nervous system, possibly due 
to defective iron transport mechanisms across the blood-brain barrier and down-regulation of striatal 
dopamine receptors. RLS is a neurological disorder that manifests as an unpleasant sensation in the legs 
coupled with an urge to move the legs, particularly at bedtime. Patients experience symptoms of RLS when 
the limbs are at rest and symptoms are relieved by movement. Generally, symptoms are bilateral and 
symmetrical, but may occasionally be unilateral. The prevalence of RLS is approximately 5 - 15% in the 
general population. RLS is more common in women than men and the prevalence increases with age. The 
treatment of RLS varies depending on whether the patient is presenting with intermittent RLS or chronic 
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occurring less than twice a week on average. Medications that can be used for treatment of intermittent RLS 
include levodopa/carbidopa, low-potency opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, 
temazepam). Chronic persistent RLS is defined as RLS that is frequent and troublesome enough to require 
daily treatment, with symptoms usually occurring at least twice a week on average and causing moderate-to- 
severe distress. Non-ergot dopamine agonists (e.g. pramipexole, ropinirole, rotigotine) and gamma- 
aminobutyric acid (GABA) derivatives (e.g. pregabalin, gabapentin) are the preferred agents in chronic 
persistent RLS. Adverse effects associated with dopamine agonists include nausea, sedation, and 
lightheadedness, which usually improve after the first few months of treatment. Dopamine agonists are also 
associated with a fairly high risk of compulsive behaviours (e.g. pathological gambling, hypersexuality). 
Rotigotine is available in a transdermal patch formulation that should be applied to clean, dry intact skin on 
the abdomen, thigh, hip, flank, shoulder, or upper arm. Rotigotine patches should not be cut and the use of 
external heat to the area where the patch is applied should be avoided. The initial starting dose of rotigotine 
is 1 mg/24 hours patch applied once daily, which can be increased by 1 mg/24 hours weekly to a maximum 
dose of 3 mg/24 hours. 


RATIONALE: 
Correct Answer: 


* Rotigotine requires dose adjustment in renal impairment - No dosage adjustment is necessary for 
rotigotine in patients with renal impairment. 


Incorrect Answers: 


* Rotigotine patches should not be cut - Rotigotine patches should not be cut and the use of external 
heat to the area where the patch is applied should be avoided. 


* Avoid use of external heat to area where patch is applied - Rotigotine patches should not be cut 
and the use of external heat to the area where the patch is applied should be avoided. 


* The dose is 1 mg/24 hours patch applied once dailys - The initial starting dose of rotigotine 
is 1 mg/24 hours patch applied once daily, which can be increased by 1 mg/24 hours weekly to a 
maximum dose of 3 mg/24 hours. 


TAKEAWAY/KEY POINTS: 


Rotigotine is available in a transdermal patch formulation that should be applied to clean, dry intact skin on 
the abdomen, thigh, hip, flank, shoulder, or upper arm. Rotigotine patches should not be cut and the use of 
external heat to the area where the patch is applied should be avoided. The initial starting dose of rotigotine 
is 1 mg/24 hours patch applied once daily, which can be increased by 1 mg/24 hours weekly to a maximum 

dose of 3 mg/24 hours. 
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The correct answer is: Rotigotine requires dose adjustment in renal impairment 
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